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Application/Control Number: 09/483,588 
Art Unit: 1621 

The amendment of 12/3/02 (paper 17) has been entered. 
Claims 1-2, 4-15, 23-30, 36-37 and 49-61 are pending and under examination. 
New claims 50-60, however, are only examined for the elected embodiment of group I- 
i.e. Variants with increased binding activity to at least one Fc receptor. 
Drawings filed on 2/25/03 have been approved by the draftsman. 
Claim 6 is objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is 
required to cancel the claim(s), or amend the claim(s) to place the claim(s) in proper 
dependent form, or rewrite the claim(s) in independent form. Claim 6 fails to limit claim 1 
since recitation of "Fc gamma Rl" has been incorporated into claim 1 . 

Claim 7 is objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is 
required to cancel the claim(s), or amend the claim(s) to place the claim(s) in proper 
dependent form, or rewrite the claim(s) in independent form. Claim 7 fails to limit claim 
1 , since claim 1 already requires at least two amino acid substitutions. 

Claims 23 and 27 are objected to under 37 CFR 1 .75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. 
Applicant is required to cancel the claim(s), or amend the claim(s) to place the claim® 
in proper dependent form, or rewrite the claim(s) in independent form. Claim 23 recites 
positions 276, 309, 320, 322, 331, and 334, which are not recited in claim 14. In like 
manner further dependent claim 27 recites positions 276, 309, 320, 322 and 331 , which 
are not recited in claim 14. 
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Application/Control Number: 09/483,588 
Art Unit: 1621 

Claims 4, 10, and 50-60 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claim 4 depends from cancelled claim 3. 

Claim 10 remains indefinite because the term "lower" as a modifier of "hindge 
region" is a relative term. Applicant has urged that page 16, lines 21-24 define the 
"lower hindge region ". The examiner finds that the specification merely recites what the 
art "normally defines" as the "lower hindge region". However, the text does not indicate 
that applicant's claim terms are limited thereto. 

Claim 50 must be amended to recite the elected embodiment of group I. 
Claims 50-61 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the c.aimed invention. Claim 50 and 61 recite 
new matter. 

While the specffic residue positions recited in claim 50 are supported, applicant 
has no support for merely reciting these positions per se, without the requirement that 
the modification (5) at these positions result in a polypeptide having an altered Fc 
binding property and/or altered ADCC activity. 

New claim 61 contains new matter because it does not stipulate that the more 
effective ADCC occurs ■ in the presence of human effector cells", as recited in original 
claim 1 . If applicant has support for not limiting this claim to ADCC in the presence of 
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Application/Control Number: 09/483,588 
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human 



effector cells, applicant must point out the basis for support by specification 



page and line number. 

Applicant's amendment of claim 1 has overcome previously stated prior art 

rejection, based on Better et al. and Sarmay et al. 

The amendment of claims 1 and 14 has only overcome previously stated prior art 
rejections based upon Chappel et al. with respect to claim 1 and its dependents. 

The amendment of claims 1 and 14 has overcome previously stated prior art 
rejections based upon Morgan et al. and Idusogie et al. for claim 1 and its dependents 
as well as for claims 14-15. It has not overcome the rejection of claims 23 and 27-28. 

Claims 14-15 and 23 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Chappel et al. (JBC, 268, 25124, 1993), for reasons of record in paper 14. 

Applicant has urged that the cancellation of position 309 in claim 14 has 
overcome. The examiner fails to see how this overcomes, because in the statement of 
the rejection the examiner pointed to the substitutions shown by Chappel et al. in Table 
2. These show a modification at position 339, as well as at 309. 

Also, even if cancellation of position 309 had overcome the rejection of claim 14, 
it would not have overcome the rejection of dependent claim 23, which still recites "309". 

Claims 23 and 27-28 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Morgan et al. (WO 94/29351), for reasons of record (paper 14). 

Applicant considers that the rejection has been overcome due to cancellation of 
position 320 in claim 14. Since claims 23 and 28 still recite "320", these claims and 
intervening claim 27 remain rejected. 
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Art Unit: 1621 

Claims 23-24 and 26-30 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Idusogie et al. (6,242,195), for reasons of record. 

The amendment canceling recitation of various positions in claim 14 has not 
overcome, because these positions are still recited in claims 23 and 28. 

Applicant's urgings filed on 12/3/02 have been considered but are not convincing. 
Upon reconsideration of the claims, a new reference is cited herein below. 
Claims 1-2, 4-6, 8-11, 14-15, 23-24, 36, 50, 53 and 59-61 are rejected under 35 
U.S.C. 102(b) as being anticipated by Steplewski et al. (PNAS, 85,4852,1988). 

Steplewski et al. compare the effects function of four variants of a mouse-human 
chimeric antibodies directed against tumor cells. These four variants are lgG1 , lgG2, 
|gG3 and lgG4, all of which have a human Fc region, in accord with instant claims,1 and 
61 . The lgG1 variant shows superior ADCC activity. As previously argued (paper 14) in 
the rejection over Better et al, it is considered that Fc gamma Rill is critical for mediating 
ADCC (instant specification pages 27-28). Hence, anticipation of better binding to this 
receptor, as stated in claims 1 and 61 is considered to be inherent. The lgG1 may be 
properly considered as a "variant" of any of the other three subclasses lgG2, lgG3, or 
lgG4; lgG1 differs from each of the other subclasses at "two or more amino acid 
substitutions" (instant Fig. 22A), as recited in claim 1. Claim 1 is thus anticipated. 

Dependent claims 2, 4-6, 8-10 are rejected since their limitations are consistent 
with what is taught by Steplewski et al. and with what instant Fig.22A shows as the 
inherent difference between lgG1 and the three other IgG subclasses. 
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Claim 1 1 is included because one of the positions at which lgG1 differs from 
lgG4 is at position 330, which is recited in the Markush group of claim 1 1 . See Fig. 

22A. 

Claims 14-15 are included because lgG1 differs from lgG2 at positions 296 and 
327; because lgG1 differs from lgG3 at positions 296 and 435; and because lgG1 
differs from lgG4 at positions 268, 296, 327, 330, 382 and 419. 

Claims 23-24 are included because lgG1 differs from lgG4 at positions 268, 330 

and 331. 

Claim 36 is included because mice were injected with the chimeric antibodies 
(p.4853, col.1) in what must have inherently been a pharmaceutical carrier. 
Claim 50 is included because lgG1 differs from lgG4 at position 330. 
Dependent claims 53 and 59-60 are consistent with the teachings of the 

reference. 

Claim 61 is rejected, following the same rational applied to claim 1. 

Claims 1 and 35-36 are rejected under 35 U.S.C. 103(a) as being unpatentable 

over Steplewski et al. 

Steplewski et al have been cited supra against claims 1 and 35. Since they 
suggest use of the lgG1 chimeric antibody for human therapy (p. 4856), sterilization 
would have been obvious since such is conventional for the protection of patients. 

Claims 14-15, 23-28, 50, 53, 55 and 59-60 are rejected under 35 U.S.C. 102(e) 
as being anticipated by Idusogie et al. (6,528,624). 
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Idusogie et al. ('624) show mutants in addition to those shown by Idusogie et al. 

('1 95). See Table 3 at col. 42. 

Note mutant K326A, corresponding to mutant no. 51 in Instant Table 6; which 

shows its increased binding t o Fc gamma REB. 

Note mutant E333A corresponding to mutant no. 54 in instant Table 6 (page 73, 
row 7), which shows its increased binding to Fc gamma RMA and its decreased binding 

to Fc gamma REB. 

From the above considerations, claims 14-15, 23 and 50 are anticipated, since 

claims 14 and 23 and 50 recite 326 and 333. 

Claims 24-26 are anticipated by the E333A mutant. 
Claims 27-28 are anticipated by the K326 A mutant. 

Dependent claims 53, 55 and 59-60 have limitations consistent with the above 

noted teachings of Idusogie et al. 

As noted previously for Idusogie et al. ('195), though the reference did not 
recognize the characteristics instantly recited, these characteristics were inherent, as 

shown in instant Table 6. 

The nonstatutory double patenting rejection is based on a judicially created 

i icon ra^ <Fpc\ Cir 1985Y In re Van Ornum, 686 F.2d 937, 214 uoru '°i^ rn 
X ^0^ 422 F 2d 438. 164 USPQ 619 (CCPA 1970);and, In re Tnonngton, 

418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timelv filed terminal disc a mer in compliance with 37 Cl-K iw n " a V'" 
used to o rcome an actual or provisional rejection based on a nonstatutory double 
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.- r.r natpnt is shown to be commonly 
patenting ground provided ^ oon«ng apphoaten or patent 
owned with this application. See 37 CfH vm ^ Qf reoord may sign a 

JX7-«S : » tL * e must ful,y comp,y w,th 

37 CFR 3.73(b). 

Claims 14-15. 23-28, 50, 53, 55 and 59-60 are rioted under the judicially 
CT eated doctrine o. obviousness-type double patenting as being unpatentabie over 
Calms 12 and 18 of U.S. Paten, No. 6,528,624. Although the conflicting Cairns are no, 
identical, ,hey are no, patently distinct ,rom each Cher because as explained, supra 
the K326A and E333A mutants of Idusogie et al. anticipate the rejected claims. These 
mu ,an,s would be encompassed by issued claims 12 and 1 8. Since ins,an, and 
copending claims encompass common subject matter a disclaimer is required. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David A. Saunders, PhD whose telephone number ,s 
(703) 308-3976. The examiner can normally be reached on Monday-Thursday 8 am - 

5-30 pm. and on Alternative Fridays. 

« attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christina Chan can be reached on (703, 308-3973. The fax phone number 
,or the organization where this application or proceeding is assigned is (703)308-4242. 

Any inquiry of a general nature or relating ,o the status of this application or 
pr0 ceeding should be directed to the receptionist whose teiephone number is (703) 308 



0196. 



Application/Control Number: 09/483,588 
Art Unit: 1621 



Saunders/tgd 
April 8, 2003 



Page 



DAVID SAUNDERS 
PRIMARY EXAMINER 
ART UNIT482^ /£ fy 



